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ABSTRACT : 

PURPOSE: To provide a cell -anchoring inhibitor, metastasis inhibitor, antiallergic 
agent and immunosuppressive agent containing, as active ingredients, the plants or 
extracts therefrom selected from the followings: Stellaria neglecta, Aqrimonia 
pilsoa, Hydrangea macrophylla, Artemigiacapillaris, Euphorbia kansui, Agastache 
rugosa, Glechoma hederacea, Matricaria chamomila, Euphorbia lathyris, Spirodela 
ployrhiza, Mentha haplocalyx and Isodom japonicus. 

CONSTITUTION: This cell -anchoring inhibitor, metastasis inhibitor, antiallergic 
agent or immunosuppressive agent contains as active ingredients, the whole body, 
leaves, petioles, branch roots of the following plants, as they are, or dried, 
crushed or extracted products: Artemigiacapillaris, Euphorbia kansui, Agastache 
rugosa, Glechoma hederacea, Matricaria chamomila, Euphorbia lathyris, Spirodela 
ployrhiza, Mentha haplocalyx and Isodom japonicus. The extraction is preferably 
carried out by extracting the crushed products the whole bodies or parts of these 
plants with water or an organic solvent at 3-70°C. This medicine can be widely used 
in treatment and prophylaxis for cancer, asthma, allergic rhinitis, gout, psoriasis, 
urticaria, rheumatism, pollinosis, periodontal diseases, ischemic reperfusion 
disorder, acute respiratory distress syndrome, autoimmune diseases, acute alveolar 
disorder and the like. 
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(54) CELL-ANCHORING INHIBITOR 

(57)Abstract: 

PURPOSE: To provide a cell-anchoring inhibitor, metastasis inhibitor, antiallergic agent and immunosuppressive agent 
containing, as active ingredients, the plants or extracts therefrom selected from the followings: Stellaria neglecta, Aqrimonia 
pilsoa, Hydrangea macrophylla, Artemigiacapillaris, Euphorbia kansui, Agastache rugosa, Glechoma hederacea, Matricaria 
chamomile Euphorbia lathyris, Spirodela ployrhiza, Mentha haplocalyx and Isodom japonicus. 
CONSTITUTION: This cell-anchoring inhibitor, metastasis inhibitor, antiallergic agent or immunosuppressive agent 
contains as active ingredients, the whole body, leaves, petioles, branch roots of the following plants, as they are, or dried, 
crushed or extracted products: Artemigiacapillaris, Euphorbia kansui, Agastache rugosa, Glechoma hederacea, Matricaria 
chamomile Euphorbia lathyris, Spirodela ployrhiza, Mentha haplocalyx and Isodom japonicus. The extraction is preferably 
carried out by extracting the crushed products the whole bodies or parts of these plants with water or an organic solvent at 
3-70°C. This medicine can be widely used in treatment and prophylaxis for cancer, asthma, allergic rhinitis, gout, psoriasis, 
urticaria, rheumatism, pollinosis, periodontal diseases, ischemic reperfusion disorder, acute respiratory distress syndrome, ' 
autoimmune diseases, acute alveolar disorder and the like. 
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Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 . This document has been translated by computer.So the translation may not reflect the original precisely. 
2 **** s hows the word which can not be translated. 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] this invention relates to the cell-adhesion inhibitor which makes vegetation or its extract an active 

principle, a cancer transition inhibitor, an antiallergic agent, and an immunosuppresant. 

[0002] 

[Description of the Prior Art] Conventionally, as an anti-inflammatory agent, the steroid, the arachidonic-acid metabolite, 
production and the release-inhibiting agent of the chemical transmitter represented by the histamine etc., a receptor antagonist, 
etc. are used widely. Moreover, as an immunosuppresant. steroids, such as antimetabolites, such as azathioprine and 
mizoribine, and a prednisolone, various antibodies, the cyclosporine, and FK506 grade are used. And the effective matter as a 
cancer transition inhibitor is not yet found out. 

[0003] On the other hand, research on various kinds of [ in recent years ] inflammation, immunoreaction, and the molecule 
level about cancer transition progresses. Intercellular adhesion of a leucocyte, an endothelial cell and a cancer cell, an 
endothelial cell, etc. becomes clear [ involving greatly ] in common at these diseases. [ to which it is becoming clear that 
adhesion suppression of the intercellular by manifestation suppression of the cell adhesion molecule itself engaged in 
adhesion, masking of an adhesion molecule, etc. is effective in the medical treatment of the above-mentioned disease "the 
expression control of an adhesion molecule, and clinical application" (a MEJIKARU view company, 1991), Nature, 
Vol.364,149-155 (1993), Science, Vol.247,456-459 (1990), Annual The Review immunity 1989, 175-185, Trends in 
Glycoscience and Glycotechnology, Vol.4, No. 19, 405-414 (1992), Experiment medicine Vol.10, No.l I, 1402-1413 (1992), 
experiment medicine ], such as Vol. 1 1 , No. 1 6, 2 1 68-2 1 75 ( 1 993), Science, Vol.255, and 1 1 25- II 27 ( 1 992). and [ to which it 
is clear that the cell surface adhesion molecule of ICAM-1, ELAM-1, and VCAM-1 grade is participating in adhesion of an 
intercellular - infection, inflammation, and Annual Review immunity 1989, 175-185, and immunity Vol. -- infection, 
inflammation, and 19(2), 129-153 (1989), and immunity Vol. -- 24 (3) and 158-165 (1994)--]. 
[0004] The antibody and ligand which suppress these cell adhesions, [ as opposed to a cell surface adhesion molecule as 
matter ] Although N-(fluorenyl-9-methoxycarbonyl) aminoacetic acid, the 3-deaza adenosine, etc. are known, 
[Proc.Natl.Acad.Sci.USA, Vo!.88,355-359 (1991), Immunopharmacology, 23,139-149 (1992), J . - BiologicalChemistry -- 
Vol . - 267 ~ (- 13 --) - 9376 - 9382 (1992) - J . - Immunology - Vol . -- 144 - (- two --) -- 653 - 661 (1990) -- ] - the 
effect - yet - being able to be satisfied - a thing - it is . There was no ** 
[0005] 

[Problem(s) to be Solved by the Invention] Therefore, the purpose of this invention is to offer [ the medicine which 
suppresses this cell adhesion effectively, and ] an antiallergic agent, an immunosuppresant, and a cancer transition inhibitor 
further. 
[0006] 

[Means for Solving the Problem] As a result of this invention person's examining cell-adhesion depressant action about 
various plant extracts etc. and performing many examinations using the cancer model in view of this actual condition, the 
vegetation shown below has the also unexpectedly excellent cell-adhesion depressant action, found out that it was useful as an 
antiallergic agent, an immunosuppresant, and a cancer transition inhibitor, and completed this invention. 
[0007] That is, this invention offers the cell-adhesion inhibitor which makes an active principle one sort or two sorts or more 
of vegetation chosen from chickweed grass, XIAN HE CAO, a hydrangea, ** tin **, Euphorbia kansui, a cuckoo, ******, 
camomile, a lot-of-money child, a floating weed, a peppermint, and prolongation-of-life grass, or its extract, a cancer 
transition inhibitor, an antiallergic agent, and an immunosuppresant. 

[0008] The vegetation used by this invention Chickweed grass (Latin-name Stellaria neglecta), XIAN HE CAO (Aqrimonia 
pilsoa), a hydrangea (Hydrangea macrophylla), ** tin ** (Artemigiacapillaris), Euphorbia kansui (Euphorbia kansui), A 
cuckoo (Agastache rugosa), ****** (Glechoma hederacea), Camomile (Matricaria chamomilla), a lot-of-money child 
(Euphorbia lathyris), It is chosen out of a floating weed (Spirodelaployrhiza), a peppermint (Mentha haplocalyx), and 
prolongation-of-life grass (Isodom japonicus). in this invention, the entire plant of this vegetation or a leaf, a petiole, ****, 
etc. can be used, and this remains as it is - or it may dry and use, and it may grind and an extract may be used further 
[0009] The way the extraction method usually extracts vegetable [ some ] or the whole pulverization object by water or the 
organic solvent at 3-70 degrees C is mentioned. Although especially the organic solvent used for extraction here is not 
limited, alcohols; pyridines, such as ketones; butanols [, such as halogenated-hydrocarbon; ether; ethyl acetate, /, such as an 



ester; acetone, ], such as hydrocarbons; carbon tetrachlorides, such as the petroleum ether, a cyclohexane, toluene, and 
benzene, a dicjiloromethane, and chloroform, propanol, ethanol, a methanol, a polyethylene glycol, a propylene glycol, and a 
butylene glycol, etc. are mentioned. Even if it uses an extracting solvent independently, it may mix and use two or more sorts. 
[0010] Although the obtained extract may be used as it is, what processed concentration, filtration, freeze drying, etc. as 
occasion demands further may be used for it. Moreover, even if independent, you may use an extract and a plant body 
combining two or more sorts. 

[001 1] The above-mentioned vegetation obtained in this way or its extract has the operation which suppresses the cell 
adhesion represented between the outstanding leucocyte-endothelial cells. Furthermore, it has an anti-allergy operation, the 
outstanding immunosuppression operation, and outstanding cancer transition depressant action. Furthermore, cytotoxicity, 
skin irritation, etc. are weak and safety is also high again. Therefore, the medicine which contains the above-mentioned 
vegetation or its extract as an active principle is useful based on cell-adhesion suppression to the medical treatment and cancer 
transition prevention of gum disease, RIUMACHI, bronchial asthma, pollinosis, psoriasis, **** reperfusion obstacle 
suppression, an acute respiratory poverty syndrome, transplant internal-organs rejection suppression, an autoimmune disease, 
etc. 

[0012] Although especially the loadings to the physic of the above-mentioned vegetation or its extract are not limited, it is 
desirable especially to convert into a dryness solid content generally, and to consider as 0.01 - 20 % of the weight 0.0001 to 
40% of the weight. Moreover, as for the dose on the 1st, considering as a 20mg/kg-500mg/kg/day is desirable. Taking orally, 
****, the externa! application of medication, etc. are good by any path. In addition, it is known that the safety of these 
vegetation and the extract of those is high. 

[0013] A medicine and arbitration, such as others, the existing anti-inflammatory agent and an antiallergic agent, and an 
antihistamine, can be combined and medicated [ blend and ] with the physic of this invention. [ component / indispensable / 
above-mentioned ] 

[0014] Gestalten arbitrary as dosage forms can be taken, for example, liquid preparations, such as solid tablets, such as a 
tablet, powder, a granule, a capsule, a suppository, and trochiscus, syrup, a milky lotion, a ** gelatine capsule, a cream, gel, a 
paste, a spray, and injection, is mentioned. 

[0015] It is not limited especially as the excipient for making it these dosage forms, and other additives, for example, a 
lactose, a kaolin, cane sugar, a crystalline cellulose, corn starch, talc, an agar, pectin, stearin acid, a magnesium stearate, 
lecithin, a sodium chloride, etc. are mentioned as a solid-like object, and a glycerol, peanut oil, a polyvinyl pyrrolidone, olive 
oil, ethanol, benzyl alcohol, a propylene glycol, water, etc. are mentioned as a liquefied thing. 
[0016] The physic of this invention can be manufactured by the conventional method. 
[0017] 

[Effect of the Invention] For the vegetable origin, cytotoxicity is low and, as for the physic of this invention, it has the 
outstanding cell-adhesion depressant action, an anti-allergy operation, cancer transition depressant action, and an 
immunosuppression operation. Therefore, the physic of this invention can be widely used for prevention of cancer, asthma, 
allergic rhinitis, gout, psoriasis, hives, the rheumatism, pollinosis, gum disease, an ischemia reperfusion obstacle, an 
acute-respiratory-distress syndrome, an autoimmune disease, acute alveolopathy, etc., and treatment 
[0018] 

[Example] Next, although an example is given and this invention is explained still in detail, this invention is not limited to 
these. In addition, the plant extract used in the following examples was obtained by the following method. The room 
temperature extracted 1kg of dryness chickweed grass for one week by 51. of ethanol 70%, and the ethanol meltable 
component was obtained 70%. The operation same about the residue which separated the extract was repeated, and a total of a 
101. extract was obtained. The solvent of this extract was distilled off, reduced pressure hardening by drying was carried out, 
and 85g of extracts was obtained. The extract was obtained by operation with the same said of other vegetation. 
[0019] The **** plant extract shown in the example 1 following tables 1-3 was obtained by the above-mentioned method. 
The following examination was presented with these plant extracts. 

(1) Leucocyte-endothelial cell adhesion inhibition test : add an examined substance so that it may become last concentration 
[weight [ of dryness solid-content conversion ] %] (it is below the same)0.001% to the Homo sapiens endothelial cell which 
became confluent on 96 hole cultivation plate. 18 hours after, Homo sapiens IL- 1 alpha is added so that it may become the 2.5 
ng/ml last concentration, and it cultivates for 6 hours. It is 200microl about the 10 cells/ml Homo sapiens peripheral leucocyte 
which carried out 51Cr indicators beforehand after washing twice by new culture medium after culture medium removal. It 
adds and cultivates. A non-pasted up cell is removed after 30 minutes and the radioactivity is measured after dissolving an 
adhesion cell. The result is shown in Table 1 . Having the outstanding cell-adhesion suppression activity made clear chickweed 
grass, XIAN HE CAO, a hydrangea, ** tin **, Euphorbia kansui, a cuckoo, ******, the matricaria, a iot-of-money child, a 
floating weed, a peppermint, and prolongation-of-Iife grass after this. 
[0020] 
[Table 1] 



-.^..pvji.jpv.yu.jjj/v^yi-ijii vital l_WfcJU_uy 



- 


(%) 




9 0 




9 5 




8 1 




8 2 




9 5 




7 9 




9 5 




7 2 




8 7 




8 0 




fl 1 

9 1 




8 5 



[0021] (2) Cancer cell-endothelial cell adhesion inhibition test : add an examined substance so that it may become the 0.001 
or 0.0001% of the last concentration to the Homo sapiens endothelial cell which became confluent on 96 hole cultivation 
plate. 18 hours after, Homo sapiens IL-i alpha is added so that it may become the 2.5 ng/ml last concentration, and it 
cultivates for 6 hours. It is 200microl about the 1 0 cells/ml Homo sapiens bone marrow tumor cell (HL-60) which carried out 
5 lCr indicators beforehand after washing twice by new culture medium after culture medium removal. It adds and cultivates. 
A non-pasted up cell is removed after 30 minutes and the radioactivity is measured after dissolving an adhesion cell. The 
result is shown in Table 2. It became clear to suppress strongly adhesion of a cancer cell and an endothelial cell with 
chickweed grass, XIAN HE CAO, a hydrangea, ** tin **, Euphorbia kansui, a cuckoo, ******, the matricaria, a lot-of-money 
[0072] 3 fl ° ating WCed ' 3 peppermint ' and Prolongation-of-life grass more important for transition of a cancer cell than this. 
[Table 2] 
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[002j] (3) The toxicity test to an endothelial cell (a cell gestalt, DNA synthesis) : to gestalt-change, it considered as the visual 
judgment by the inverted microscope, and DNA synthesis evaluated the amount [ in / the last 8 hours of cultivation / for the 
incorporation of 3H-thymidine ] of incorporation against the index for after / examined substance addition / 24 hours using 
the liquid scintillation counter according to the conventional method. In addition, examined substance concentration was 
made into 0.001%. A result is shown in Table 3. Consequently, as shown in Table 3, these vegetable extractives were all low 
toxicity to the endothelial cell. 
[0024] 
[Table 3] 
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[0025] 500g [ of example I ****** extracts ] (solid content) and hydroxypropylcellulose 800g, 200g [ of light anhydrous 
silicic acid ], 500g [ of lactoses ], 500g [ of crystalline celluloses ], and talc 500g was used as the tablet with a diameter [ of 
9mm ], and a weight of 200mg by the conventional method. 

[0026] lOOOg (solid content) of example 2 chickweed grass extracts, lOOOg of crystalline celluloses. 1500g of lactoses, and 
200g of light anhydrous silicic acid were made into the capsule by the conventional method. 

[0027] 200g [ of example 3 matricaria extracts ] (solid content), 200g [ of lactoses ], and hydroxypropylcellulose 300g and 
talc 15g were made into the granule by the conventional method. 

[0028] lg [ of example 4 chickweed grass extracts ] (solid content) and cholesterol 0.5g. cholesteryl isostearate lg polyether 
denaturation silicone I.5g, annular silicone 20g, methylphenyl polysiloxane 2g, methyopolysiloxane 2e, 0.5g [ of magnesium 
sulfate ], and 55% ethanol 5g, carboxymethyl chitin 0.5g, and the purified water (residue) were mixedfand it considered as 
the cream. 

[0029] 3g [ of example 5 ****** extracts ] (solid content) and cholesteryl isostearate 3g, lOg [ of liquid paraffins ], and 
glyceryl ether lg, glycerol lOg, and the white vaseline (residue) were mixed, and it considered as ointment. 



[Translation done.] 



